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Dear Dr. 



Thank you for inviting us to the Modified Tobacco Product Meeting in Boston on 
June 28, 2002, and giving us the opportunity to present our views and information 
related to evaluation of PREPs (potential reduced exposure products), as well as on the 
status of our human exposure study. The discussion provided some useful scientific 
input for our planned studies and assessment processes. As you know, we are 
committed to responsibly pursuing reduction of harm caused by cigarette smoking, and 
dialogue with representatives of all relevant areas of expertise is an important part. 

Your follow-up request to provide information on testing cigarette products using 
analytical methods, in vitro and in vivo bioassays, and clinical tests for toxicity and 
exposure reduction assessments is another opportunity to continue the dialogue. The 
conference call in early September helped clarify your direction, since we were thinking 
along the same lines in that the complex and broad material to be covered coujd not be 
done in one written response, but, in fact, would require a series of submissions and 
follow-up meetings which, as you said, might span a couple of years. This process 
would allow us to respond to any further questions which are likely to arise from your 
SAB, as well as provide the opportunity for us to best understand any points, ideas, or 
concerns which your SAB might have. I found your dialogue very valuable, in addition, 
submitting such work to the scientific peer review process through scientific publication 
is another important aspect that will further supplement your efforts. 


To briefly capture some points from our conversation, we understand the areas you 
mentioned, addressing two key human behavior questions, as well as having sub-groups 
of your SAB address assays in the areas of cancer, cardio-vascular disease, and COPD. 
You might broaden these areas into clinical and non-clinical evaluations in some way, for 
several reasons. One is that the issues and methodological questions in clinical studies 
are broader than the questions you have raised when one is attempting to evaluate the 
reduced exposure or reduced risk nature of a product. We would also be very interested 
in the ideas of your SAB regarding the ways to improve or best execute such 
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evaluations. Another is that, in the non-clinical area, many assays are likely to have 
relevance to more than one disease area. 

The results of these individual assays or evaluations are integrated by a weight-of- 
evidence risk assessment process. This is another area where discussion of 
methodologies might prove valuable. 

Finally, surveillance might also be a topic worth discussing. It is the all important 
“feedback loop” which allows us to monitor the impact of any product changes in the 
population, and improving such methodologies could be important to public health. 

To assist you and your SAB in its efforts in a timely manner, we are providing today as 
attachments to this letter: 

1. Hard copies of the two presentations we gave at the June 28 meeting in 
Boston, 

2. A hard copy of the questionnaire used in the Total Exposure Pilot Study 
as requested by Dr. James Hyde, Tufts University, during the 
presentation given by Dr, Roger Walk on the Total Exposure Study, and 

3. A list of all the smoke constituents which Philip Morris uses to examine 
differences between test cigarettes representing prototypes of new 
cigarette products or existing brand styles for investigations with specific 
objectives such as the use of reference brands for human exposure 
studies. We also list the methods used to conduct the quantitative 
chemical analyses. The smoke is typically generated under FTC or ISO 
machine smoking conditions and for specific purposes also under 
Massachusetts and/or Canada “intense" smoking conditions. 

Since we had already started to compile a document that lays out the rationale, 
methodology, and methods of interpretation of our non-clinical analytical methods, in 
vivo and in vitro bioassays (non-clinicai testing) in support of reduced exposure 
evaluations in response to your verbal request at the meeting, we will be able to share 
this information more quickly than some of the other areas, such as our rationale, study 
designs and biomarker selections for our clinical tests, as well as our ideas on post¬ 
market surveillance. 

We, of course, are always glad to update you and your SAB on the results of the pilot 
TES and the progress of the field work of the main population exposure study. 
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Should you or your SAB have additional questions related to these matters, we would be 
glad to tty to answer them and to bring our relevant subject matter experts to each 
meeting with you and your SAB. In this same process, we will also try to answer the 
detailed questions Dr. Cummings asked in his letter to me dated July 18, 2002, since 
there is so much overlap in your areas of inquiry and his. We hope to be able to 
meaningfully contribute to such dialogue, and, likewise, benefit from the ideas of your 
SAB, hearing what assays or assay modifications they see as potentially useful. 

We look forward to a continued dialogue and cooperation. 

Sincerely, 


Attachments (4) 

cc: D. Burns 
D. Hoffmann 
P. Shields 
D. Hatsukami 
N. Benowitz 
J. Henningfield 
W. Pickworth 
M. Zeller 
W. Lieblich 
C. McCord 
M. Djordjevic 
M. Myers 
J. Wilkenfeid 
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be: J. Nelson 
U. Nyffeler 

P. Desei (w/Attachments) 

M. Pfeil 

L. Carchtnan 

B. Davies 

R. Dempsey 

H. Haussmann 

G. Kobal 

W. McKinney 

G. Patskan (w/Attachments) 

K. Podraza (w/Attachments) 

W. Reininghaus 

H. Roethig 
E. Sanders 
A. Tricker 
K. von Holt 

R. Walk (w/Attachments) 
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